The English High Court recently dismissed the Bayer pharmaceutical company's challenge against a regional clinical commissioning group's policy allowing NHS Trusts to use a cheaper, but unlicensed, alternative to a sight preserving eye treatment. This makes sober reading for companies marketing "on-label" sales of medicines which are more expensive than off-label or unlicensed alternatives. Unsurprisingly, Bayer has sought to appeal the judgement. The Court has also created legal uncertainty for the NHS: the test for lawfulness is shifted from the Clinical Commission Groups and their policies to individual trusts which must ensure that every unlicensed use is lawful. This could generate legal action against NHS Trusts and ironically drive up costs for the public purse. What is clear is that the Court's conclusions were heavily influenced by fiscal constraints which it accepted as a legitimate counterweight to the commercial interests of pharmaceutical companies. It also appears to establish in law the duty for doctors to have concern for the wider societal costs of prescribed treatments. This article summarises this complex judgement and offers advice for navigating the increasing focus on limited budgets, both for companies and physicians.
Introduction: summary of the claim
The case concerns a judicial review claim by Bayer Plc ("Bayer") and Novartis Pharmaceuticals UK Ltd ("Novartis") [1] which challenged the lawfulness of a policy adopted by the defendant Clinical Commissioning Groups ("CCGs") in Northern England. The policy concerns treatment of Age-Related Macular Degeneration and concerns three different drugs for its neovascular form ("wet AMD") which can lead to a severe loss of vision and blindness without early treatment. These are: a. Eylea (aflibercept), for which Bayer holds marketing authorisation for ophthalmic use, b. Lucentis (ranibizumab), with marketing authorisation held by Novartis for ophthalmic use, and in which Roche indirectly has a stake, and c. Avastin (bevacizumab), for which Roche holds marketing authorisation for colorectal cancer and other non-ophthalmic uses. Roche has not applied for marketing authorisation for the ophthalmic use of Avastin despite multiple large clinical trials showing it to be as clinically effective as Lucentis but at a fraction of the cost [2, 3] .
The CCGs' policy states that Avastin will be offered by NHS Trusts and GPs to certain patients with wet AMD "as the preferred treatment option". The policy was advisory rather than mandatory, and was adopted because of the difference in cost: Avastin costs around £28 per injection, Eylea £816 per injection, and Lucentis £551 per injection, resulting in approximately £43 million of cumulative savings over 5 years, without a "clinically significant difference between Avastin and Lucentis in terms of safety or effectiveness" [4] . Table 1 The four claims and the reasons for their dismissal by the Court
Claim Ground for judicial review advanced by Bayer and Novartis
The Court's conclusion 1 The Policy is based on an error of law, namely that there is no lawful basis for the supply of Avastin to treat wet AMD patients [23] Argument rejected. Each mode of potential delivery of Avastin for ophthalmic use might be lawfully implemented [24] 2 The Policy fundamentally undermines the object of Directive 2001/83/EC on the Community code relating to medicinal products for human use (the "Directive", which regulates the legal basis for marketing authorisations) and constitutes a breach of the duty of sincere cooperation in Article 4(3) of the Treaty of the European Union because patient safety will be jeopardised and protection afforded to pharmaceutical companies will be damaged [25] Argument rejected: a) Avastin is safe for ophthalmic use [26] b) Bayer and Novartis "significantly overstate the protection afforded to pharmaceutical companies by the Directive". Their most persuasive argument concerned an orphan drug which Avastin is not. This is discussed further below c) The claimants are also wrong to claim that pharmaceutical companies would be at liberty to make alterations to medicines at will should the judicial review claim be rejected, given that the Directive requires pharmaceutical companies to seek marketing authorisation or at least an amendment to the Summary of Product Characteristics if the alterations are modest. The Court held that authorities of Member States are not subject to this same regime and are acting within their national competence in choosing a licensed or non-licensed alternative. These two processes should not be conflated. In any event, the Directive should not be read to "extend to protecting the commercial interests of the pharmaceutical companies in a case such as this, where the facts are unusual and the jeopardy to the public purse is enormous." [27] It is notable that the impact of permitted off-label or unlicensed use on intellectual property protection afforded to innovator drugs was not pleaded
3
The Policy undermines patients' right of access to NICE recommended treatments [48] .
Argument rejected: Each patient is free to still choose Lucentis or Eylea if the patients' wet AMD is within the parameters specified in NICE's technology appraisal guideline for those therapies [50] 4
The Policy introduces information for the patients -by means of a Q&A document and a
Patient Information Leaflet which accompany the Policy -which are misleading and inaccurate in material respects [49] .
Argument rejected. The documents were in draft form so there is no decision to challenge. Further, as to the Patient Information Leaflet document, the NHS Trusts, not the CCGs, would be responsible for its final formulation. Whilst the CCGs were responsible for the Q&A, that document was not inaccurate or misleading on the facts, for example because the use of the term "off-label" was understandable given the recent decisions of the European Court of Justice and the "confusion" around the term. [51] . The EMA's role is limited to determining the safety and efficacy of a medicine for the particular therapeutic purpose for which the marketing authorisation is sought. It does not have exclusive competence beyond that point, namely to determine whether the same medicine is effective and safe for other uses. Such a conclusion would prohibit national healthcare authorities from considering the safety and efficacy of medicines and would be "seriously detrimental to the wider public interest in maintaining a cost-effective public health system". NICE and the CCGs also have competence in assessing any medicine which is proposed for use outside its marketing authorisation and this role is recognised in EU case law and domestic statutes, and is "fundamental to the operation of a rational and effective public health system".
Indeed, NICE has conducted a comparison of the three drugs and the claimants did not assert that this was in excess of NICE's powers [29] 2) Can treating clinicians lawfully choose Avastin on grounds of cost? Clinicians are not permitted to take account of cost at the point of prescribing. This is largely based on the GMC's guidance to the effect that a doctor could only prescribe an unlicensed medicine where there were "medical reasons" for so doing, and on the basis that it was "necessary to do so to meet the specific needs of the patient", which, it was argued, precluded a doctor from selecting a drug on the basis of cost alone [30] . However, the claimants accepted during the hearing that if faced with several licensed drugs of similar efficacy, it was permissible for the clinician to consider cost as a a) The GMC guidance permits exceptions. The express exception that a doctor considers the prescription of an unlicensed drug to be necessary on medical grounds cannot be the only possible exception to the general rule: "There may be other exceptions too, not spelt out in the guidance".
Further, the present situation is "very unusual"
because Avastin as the unlicensed alternative is equally safe and effective as the licensed alternatives. This is "far outside the category of 'usual' cases" at which the guidance is directed [32] . In this situation a clinician would, "as a matter of professional conduct, be free to choose whichever medicine he or she considers to be most suitable, taking account of his obligations to the patient, and to patients more generally" [33] .
b) The Directive does not preclude this practice because such a reading would stray over the line which separates EU and Member State competence. c) Professional misconduct is not the same as unlawfulness. Even if such conduct contravened the GMC guidance, that conduct would not be unlawful simply by virtue of breaching professional guidance [34] 3) Is Avastin safe for ophthalmic use? Avastin is not safe, or not as safe as Lucentis or Eylea, for ophthalmic use due to: a) different molecular size and structure from the two licensed medicines, not being designed for use in the eye; b) compounding process (which involves opening a vial and dividing it
The safety of Avastin for ophthalmic purposes did not arise for the purposes of the judicial review because the claimants did not challenge the rationality of the CCGs' conclusion that Avastin was equally safe and effective. However, even if it were not irrelevant, Table 2 (continued)
Issue
Bayer and Novartis' position Court's analysis into aliquots) which raises issues of shelf life, stability and contamination which have not been assessed; c) more injections of Avastin are required to achieve the same result as either of the licensed alternatives; d) greater patient monitoring requirements which some NHS departments do not have the capacity to provide; e) manufacturing to a different standard with a lower concentration of particulate matter than is permitted for solutions intended for intravenous use; and f) not being subject to pharmacovigilance for ophthalmic use. Treating patients with Avastin would therefore expose them to risk and thereby undermine the harmonised system (created to avoid recurrence of the thalidomide tragedy) which is aimed at protecting patients [46] NICE has concluded that Avastin so used is safe and that settled the issue [47] 4) Is there a mature and established market in compounded bevacizumab prepared for ophthalmic use? There is no mature and established market for Avastin for ophthalmic use [35] Avastin is widely available in the UK, the EU and further afield for ophthalmic use as acknowledged by the European Court of Justice [36] . The market is established although there is no direct evidence of its size or maturity [37] . The Court did not appear to analyse the difference between the terms "mature" and "established".
5)
Is compounded bevacizumab an unlicensed medicine or an off-label use of a licensed medicine? Avastin for ophthalmic use is an unlicensed medicine rather than off-label medicine, meaning that the compounding process for ophthalmic use created a new product which required its own marketing authorisation. A large-scale commercial supply of an unlicensed drug would be unlawful, making the Policy unlawful [38] Based on the MHRA guidance, Avastin is an unlicensed medicine for ophthalmic conditions, and not an off-label use. The Court considered that "the position is highly unsatisfactory"
partly as the European
Court of Justice has accepted the ophthalmic use of Avastin as offlabel, and "it is time the MHRA reviewed its position" [39] 6) What is the relevant test by which the lawfulness of the Policy is to be judged, in domestic law? Lawfulness of the Policy stood or fell with the lawfulness (or not) of the actions envisaged by the Policy. The claimants cited case law which concerned legal aid for representation at an inquest into death and asked whether the Policy would Bayer and Novartis argued that the defendants cannot rely on this argument because in reality the Policy is aimed at promoting the widespread ophthalmic use of Avastin, which is itself unlawful. The
CCGs should not rely on the possibility that NHS Trusts adopt a lawful means of implementation of the Policy given that they are on notice, by the Court proceedings, that the underlying supplies and purpose of the Policy would be unlawful [42] Even though Avastin is unlicensed for ophthalmic use, the Court did not consider the Policy unlawful because the four modes of supply of Avastin for ophthalmic use were capable of being carried out lawfully. This was so because: a) the Policy is merely advisory (rather than mandatory like in other cases [43] , leaving up to the NHS Trusts to decide whether and how to implement the Policy; b) the Policy was not inherently flawed but rather individual decisions made by NHS Trusts pursuant to it might be open to challenge; [44, 45] and c) the Policy could be fulfilled by four different modes rather than a single mode (bulk procurement ahead of prescription). The four modes were (i) original vial use; (ii) compounded "in house"
by the hospital's own pharmacy; (iii) compounded by another NHS hospital pharmacy; and (iv) compounded by a commercial entity outside the NHS. The Court included that each of of the four modes might be lawful.
Summary of judgement
The High Court rejected the judicial review claim. Mrs Justice Whipple broke the analysis into six questions considered in Table 2 . On that basis, she rejected each of the claimants' four grounds of judicial review (see Table 1 ). As a headline observation, the judgement hangs together rather loosely with few cross-references between the three parts of the judgement: (i) the legal framework, (ii) the Court's lengthy 99 paragraph consideration of the six questions it identified (see Table 2 ), and (iii) on that basis, the rather summary dismissal in 18 paragraphs of some of Bayer and Novartis' complaints (see Table 1 ). It will therefore be interesting to see whether an appeal will be permitted. And if so, will the Medicines and Healthcare products Regulatory Agency (MHRA) make submissions on whether Avastin should be considered off-label (used for an indication other than for what is has marketing authorisation for) or unlicensed (the process of administration has created a new product which requires a marketing authorisation) when in ophthalmic use [5] .
Zeitgeist: "enormous jeopardy" to the public purse Particularly noteworthy is the Court's reference to the "enormous" "jeopardy to the public purse" which appears to have influenced its analysis heavily: "I cannot accept that the [marketing authorisation] scheme and purpose of the Directive [2001/83/EC regulating marketing authorisations] should extend to protecting the commercial interests of the pharmaceutical companies in a case such as this, where the facts are unusual and the jeopardy to the public purse is enormous. That would upset the careful balances in the Directive, between the commercial interests of pharmaceutical companies on the one hand and the public benefit safeguarded by the State on the other, and between the centralised competence of the [European Medicines Agency (EMA)] on the one hand and the competence conferred on national authorities on the other." [6] The "unusual" element referred to was "the extensive material to show that the cheaper but unlicensed alternative (Avastin) is of equivalent clinical effectiveness and safety as the licenced alternatives" [7] .
Unusual was also the conflicting guidance: on the one hand, the Royal College of Ophthalmologists supports both Avastin and Lucentis being made available in the UK for ophthalmic use, the GMC expects clinicians to make good use of resources and NICE demands cost-effective treatments. On the other hand, the MHRA's guidance is that Avastin's division into smaller doses for ophthalmic use involves a manipulation resulting in an "unlicensed medicine" which the GMC requires doctors to avoid if a licensed medication is available [8] . Unsurprisingly, the Court urged the MHRA to review its position [9] .
The future implication of this judgement could be signficant; for how "unusual" will it be in the future to have two treatments with equal clinical effectiveness and safety for a given indication, especially given the push to encourage more competition from generics and bio-similars? Rather, one expects the availability of off-label/unlicensed alternatives to become the new norm.
The debate has undeniably shifted over the last decade: from a focus on ensuring innovation, to enabling access to important medicines, to budget constraints. The Court appeared to work hard to conclude that even a policy in favour of an unlicensed (and not just off-label) treatment might be lawful, and to adopt a reading of EU law which allowed it to reach what the CCGs celebrated as a "common sense" conclusion that the cheaper and equally safe and effective drug should be made available [10] .
Passing the buck to NHS trusts; a low bar for lawfulness
Significant is also the Court's conclusion that the lawfulness of a policy is not determined by the actions envisaged by the CCG's Policy, but rather whether it is capable of lawful implementation by NHS Trusts. Because the CCG Policy was advisory rather than mandatory, the Court focussed on the legality of implementation by trusts, rather than lawfulness of the CCG Policy. The Court did not sympathise with the rather compelling argument that the aim of the Policy was to increase the ophthalmic use of Avastin in the NHS by the CCG. The Court tried to help trusts to use unlicensed treatments by saying that they "might" rather than must be lawful, depending on the intricacies of different composition processes (see Table 2 , issue 6). This creates room to manoeuvre for NHS Trusts by setting a low bar for what is "lawful" but also creates a high level of uncertainty. For they must now try to map out all possible ways of supply, and reflect-in light of the judgement-whether those might be lawful. NHS Trusts should also expect to be defendants in court as a result of these actions: the Court noted that "individual decisions made pursuant to it [by NHS Trusts] may be capable of challenge in due course" [11] . It would be an ironic outcome that budget constraints lead to more judicial review claims against NHS Trusts funded out of the same or related limited budgets. It may also force companies to allocate more of their budgets to judicial review litigation.
What are the options open to companies?
A) Recalibrate the price The fiscal focus means that companies charging high prices compared to off-label/unlicensed products will face significant headwind. They may wish to consider whether a lower price means less resistance because the impact on the public purse is less "enormous". Presumably the lower the price differential between the on-label and off-label/unlicensed treatment, the less contentious the issue becomes. Although not part of this test, one might have regard to the retail price in other EU countries to see if the difference is lower (comparator prices have featured in competition authorities' analysis of pharmaceutical pricing) [12] . Such careful calibration could help escape expensive multi-front litigation.
B) Justify the price Expensive proceedings aside, a judicial limelight and pronouncements about "enormous" price differences are not optimal publicity. The fiscal focus is unlikely to ease. "Onlabel sellers" may thus wish to consider alternative strategies to expensive court action. These may include enhanced R&D to ensure that the on-label product is superior in safety and efficacy to off-label and unlicensed alternatives, or even offering the on-label alternative on a compassionate use basis free of charge until a sustainable price is set. An EUcommissioned study has identified a "black box of pricing" with little information about the cost of development of drugs published by companies to justify prices [13] . Greater transparency could potentially justify higher pricing.
C) Become an orphan The EU orphan regulation 141/2000 offers additional and valuable protection. The Court concluded that the claimants "significantly overstate" the protection afforded to companies [14] . The High Court concluded that "Avastin is not an orphan drug, and it is no surprise that it does not benefit from the same level of protection" [15] . This suggests that the Court might more readily limit national authorities' licence to assess safety and efficacy of off-label and unlicensed alternatives where the "on-label" medicine is protected by orphan marketing exclusivity reserved for rare diseases. This affirms that orphan marketing exclusivity continues to provide valuable protection from competition. D) Brexit barter The shape of Brexit will determine which of the EU statutes and case law-if any-relied on in the judgement will continue to be in force. Uncertainty is the word, and the question of lawfulness of a policy recommending off-label/ unlicensed medication may well end up before the Court again. It will certainly not be the only contentious legal issue after Brexit and given resulting budgetary constraints may become even more acute. Companies are therefore encouraged to seek out alternative third ways to settle on a sustainable price.
Implications for clinicians
One of the central questions in the judgement is whether doctors can lawfully prescribe bevacizumab for wet AMD on grounds of cost. The Court answered the question in the affirmative (see Table 2 , issue 2). In short, a doctor is entitled to prescribe bevacizumab for ophthalmic use because it is equally safe and effective. The rule may cause anxiety in case of other conditions, where an individual doctor has to try to assess whether the unlicensed medicine in question is as safe and effective as its licensed alternatives as in bevacizumab's case, without the benefit of clarification by the Court and the large randomised clinical controlled trials which exist for bevacizumab and its rivals.
The question also brings into focus the role of clinicians as budgetary gatekeepers. The GMC Guidance dictates inter alia that "doctors must… use resources efficiently for the benefit of patients and the public" [16] . The Court noted that the GMC guidance [17] "considered overall, positively requires treating clinicians to take cost into account as an element of good medical practice. That obligation does not stop simply because an unlicensed drug is under consideration. Having regard to resources is an enduring requirement, which touches on every decision which a clinician makes" [18] .
In this statement, the Court appears to accept the principle that a doctor's duty includes taking cost into account. The statement is significant because the Court does not consider legal authorities for this principle. It cites as the source the GMC's guidance, but that guidance does not cite legal authorities in support on this point. Further, the GMC's guidance itself is not legally binding: the Court notes that a breach of GMC guidance may constitute professional misconduct but does not amount to breaking the law [19] . However, the Court's statement that "having regard to resources is an enduring requirement, which touches on every decision which a clinician makes", seems to give the professional obligation legal force, given that this principle is now part of English case law.
The Court also noted that doctors should, "as a matter of professional conduct, be free to choose whichever medicine he or she considers to be most suitable, taking account of his obligations to the patient, and to patients more generally" [20] .
The medical community should pause to debate the extent and scope of the budgeting obligation accepted by the Court. The 'positive requirement' to consider cost, the Court's words "patients more generally" and the GMC's reference to "the benefit… of the public" are significant. A clinician's traditional obligation in the Hippocratic oath is on a micro-level to the patient at hand: "[i]nto whatsoever houses I enter, I will enter to help the sick." [21] It is, notably, not a macro-level duty to map out the houses in the area and to decide who should be cared for and with what resource. However, the Court's analysis appears to introduce such an obligation on a larger scale.
This may reflect a fundamental change in our understanding of doctors' duties. A doctor traditionally asks themselves: "Which available treatment regime is in the best clinical interest of this patient?" The new approach introduces a secondary question: "Having decided that the patient would benefit most from treatment X, should I nevertheless withhold the treatment given that "patients more generally" would benefit from the cost saving that I introduce by declining to treat this patient?" This seems a relatively new expectation for which many doctors may feel ill prepared, not having been trained in priority setting in medical school.
More importantly, the revised question leads to potentially unsound decisions. Doctors do not have visibility over priority setting and would therefore be making the decision to withhold treatment for Patient A without knowing who is in the pool of patients at large, how their clinical needs are best served, and exactly how the saving would help each of them. In short, a global obligation to consider cost, coupled with only micro-level visibility over the other patients being considered.
The Royal College of Ophthalmologists summarising the Avastin judgement highlights the difficulty: the wish to see Avastin being used as a treatment for wet AMD "is driven by a recognition that their departments are significantly underresourced", but "[i]n reality, there is no mechanism in place that will guarantee that money saved will be reinvested in ophthalmology services" (emphasis added) [22] .
This recognition highlights that doctors appear to be expected to save costs but simultaneously have no visibility over the alternative use of the savings. There is force in the Court's conclusion that, when deciding between two equally safe and effective medicines, a doctor is entitled to have regard to cost as a "tie-breaker". Much less attractive is the possibility that a doctor should advocate for a less safe and effective treatment because it is less expensive than an alternative. We need a clear and comprehensive review of the legal obligations and rights of doctors in this field, and whether such obligations should be accompanied with the right to decide where savings are directed.
Conclusion
The judgement has profound strategic implications for the pharmaceutical sector going forward. Equally, it appears to represent a legal change to the duties of a doctor-with more legal force than the "guidance" issued by the GMC. Companies and clinicians must be mindful of pricing and resource use in the decisions they will make going forward. Although the Court's scope was limited in view by the "unusual" situation of having two equally effective and safe drugs at different price levels, emerging generics and biosimilars, and personalisation of medicine, will mean that this situation is likely to become more common. The judgement will thus become even more widely applicable.
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